The spectrum of cutaneous and autoimmune diseases for which cyclosporin A (CSA) is now being used continues to expand. There are several reports of the use of CSA in the treatment of both juvenile and adult dermatomyositis (DM) and polymyositis (PM)1.2. We report a case of DM with bulbar palsy and associated malignancy where dramatic clinical recovery coincided with the introduction of CSA.
Case report
A 70-year-old woman presented with a 6 week history of rash, muscle weakness and dysphagia. She had previously diagnosed pernicious anaemia and breast cancer treated successfully with radiotherapy in 1970. On examinations she was noted to have a classical dermatomyositis rash, dysarthria and proximal muscle weakness in all limbs. Initial investigations revealed marked lymphopaenia (lymphocyte count 0.7 cells/em"). Renal and liver function tests were normal. Muscle enzymes were dramatically elevated with creatinine kinase at 3500 lUll. Both antinuclear antibody and Jo, antibody were negative.
Hospital admission was refused and the patient was commenced on prednisolone 60 mg daily. One month later when she had significantly deteriorated further and was unable to walk, weightbear or swallow, she finally consented to admission. Pulse methylprednisolone (500 mg on alternate days) was given for one week, followed by prednisolone 80 mg daily for a further 2 weeks. Despite this she continued to deteriorate and developed aspiration pneumonia. Elective tracheostomy was considered.
A trial of CSA was commenced. Initial dosage was 7 mg/kg/day to achieve a trough range of 200-300 ng/ml by radioimmunoassay. There was a dramatic clinical response within 2 weeks, and the patient was fully independant at week 7. CSA was therefore decreased to a maintenance dose of 3 mg/kg/day. Prednisolone was also tapered to 15 mg daily. Blood pressure remained within normal limits, however creatinine rose to 30% baseline value, returning to initial level on reduction of CSA.
Investigation for underlying malignancy revealed an adenocarcinoma of the stomach with extensive intrathorasic and intra-abdominal lymphadenopathy, precluding surgery. Nevertheless, the patient's condition remained stable and she was able to return home and remained independant and self caring until just a few days before her death 5 months later.
Discussion
The pathogenesis of DM and PM remain unknown. Many lines of evidence suggest that both cellular and humoral mechanisms play a significant role'. The role of cell mediated immunity is most clearly defined, and includes the presence of activated mononuclear cells (MNCs) in skeletal muscle; abnormal MNC trafficking to muscle; and altered peripheral MNC phenotypes with increased MNC expression of activation markers".
Know ledge of the precise mechanisms of action of CSA is incomplete. However, it has been established that CSA inhibits production of lymphokines, primarily interleukin-2, by T-helper cells". The maturation and generation of the precursor cytotoxic T-cell are also sensitive to the CSA effect", CSA may effect a response in DM and PM by inhibiting lymphoeyte mediated, muscle specific cytotoxicity; and possibly by virtue of its effect on T-independent B cell reponse".
Standard treatment of DM is high dose steroid therapy. In patients with refractory disease, management usually includes the addition of conventional immunosuppressants such as azathioprine, methotrexate and cyclophosphamide. In this case however, therapeutic options were limited as persistent lymphopaenia precluded introduction of bone marrow suppressants. Rapid onset of action and lack of lymphotoxicity favoured CSA. Reversible nephrotoxicity and hypertrichosis were the only side effects noted in this patient.
Maintenance of immunosuppression in a patient with known malignancy may potentiate dissemination. Current evidence suggests that the risk with low doses used in this patient is no greater than for prednisolone and azathioprine", The degree of immunosuppression is thought to be the most important factor", In summary, we report a case of refractory malignancy associated DM with bulbar palsy in which a dramatic clinical response was seen associated with the introduction of CSA.
